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Box No. I Basis of the report 



1. 



SS S£ «^ on the international app,ication in the ,anguage in which * was 

□ This report is based on translations from the original language into the following lanquaqe 
which is the language of a translation furnished for the purposes of: ' 

□ international search (under Rules 12.3 and 23.1(b)) 

□ publication of the international application (under Rule 12.4) 

□ international preliminary examination (under Rules 55.2 and/or 55.3) 

2. With regard to the elements* of the international application, this report is based on (replacement sheets which 

r*nL bee " fu W $ *f d * 0 $ e re F eMn9 ° mce in res P° nse to an invita *°" ^der Article >14 mSlSSSSS^S^ 
report as "originally filed" and are not annexed to this report): w /" mis 

Description, Pages 

1 " 14 as originally filed 

Claims, Numbers 

1 ~ 1 8 received on 07.07.2005 with letter of 05.07.2005 

□ a sequence listing and/br any related table(s) - see Supplemental Box Relating to Sequence Listing 

3. □ The amendments have resulted in the cancellation of: 

□ the description, pages 

□ the claims, Nos. 

□ the drawings, sheetsyfigs 

□ the sequence listing (specify): 

□ any table(s) related to sequence listing (specify): 

4 " 5h Ii*'lLt P «°l! h ^ S b ? Gn e £ tab u S hec L as lf (some of) the amendments annexed to this report and listed below 
SXen^ ^ C ° nSidered t0 9 ° bey ° nd thG diSC,0SUre aS fi,ed ' aS indicated in th ° 

□ the description, pages 

□ the claims, Nos. 

□ the drawings, sheetsyfigs 

□ the sequence listing (specify): 

□ any table(s) related to sequence listing (specify): 

* If Item 4 applies, some or all of these sheets may be marked "superseded. » 
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Box No. Ill Non-establishment of opinion with regard to novelty, inventive step and industrial 
applicability 

1 . The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non- 
obvious), or to be industrially applicable have not been examined in respect of: 

□ the entire international application, 
S claims Nos. 8-10,12-15 

because: 

H the said international application, or the said claims Nos. 8-10,12-15 with respect tp I. A relate to the 
following subject matter which does not require an international preliminary examination (specify): 

see separate sheet 

□ the description, claims or drawings (indicate particular elements below) or said claims Nos. are so unclear 
that no meaningful opinion could be formed (specify): 

D could be foirned W N ° S * S ° inadequately su PP orted by the description that no meaningful opinion 

□ no international search report has been established for the said claims Nos. 

D ^ e x n ^ cle A 0 ! id ? and/or amino acid sequence listing does not comply with the standard provided for in Annex 
C of the Administrative Instructions in that: K 

the written form □ has not been furnished 

□ does not comply with the standard 
the computer readable form □ has not been furnished 

□ does not comply with the standard 

□ the tables related to the nucleotide and/or amino acid sequence listing, if in computer readable form only, do 
not comply with the technical requirements provided for in Annex C-bis of the Administrative Instructions! 

□ See separate sheet for further details 
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Box No. V Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial ' 
applicability; citations and explanations supporting such statement 

1. Statement 



Novelty (N) 


Yes: 


Claims 


1-18 




No: 


Claims 




Inventive step (IS) 


Yes: 


Claims 


1-18 




No: 


Claims 




Industrial applicability (IA) 


Yes: 


Claims 


1-7,11,16-18 




No: 


Claims 





2. Citations and explanations (Rule 70.7): 
see separate sheet 



Box No, VI Certain documents cited 

1. Certain published documents (Rule 70.10) 
and /or 

2. Non-written disclosures (Rule 70.9) 
see separate sheet 
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Re Item III 

Claims 8-10,12-15 relate to subject-matter considered by this Authority to be covered by the 
provisions of Rule 67.1(iv) PCT. Consequently, no opinion will be formulated with respect to 
the industrial applicability of the subject-matter of these claims (Article 34(4)(a)(l) PCT). 



Re Item V 

The documents cited in the International Search Report (ISR) are numbered in the order of 
their listing. Unless otherwise specified, reference is made to the passages cited in the search 
report. 

1. Documents D3-D9 all disclose preparations comprising morpholinyl anthracycline 
derivatives of formulas l-VI for the treatment of tumours. 

2. Document D2 in particular discloses a combination of nemorubicin (formula I) with 
cisplatin for the treatment of hepatocellular carcinoma. 

3. The subject-matter of the present application differs from the cited prior art in that 
morpholinyl anthracycline derivatives are used for the preparation of a medicament to 
be administered in combination with radiation therapy . 

4. The prior art in fact does not explicitly disclose to combine morpholinyl anthracycline 
derivatives with radiation therapy and does neither report nor suggest that morpholinyl 
anthracycline derivatives have a radiosensitisation activity. 

Thus documents the subject-matter of claims 1-18 is conisdered to be novel (Art. 33 (1) 
and (2) PCT) and also involve an inventive step (Art. 33 PCT). 

5. For the assessment of the present claims 8-1 0, 1 2-1 5 on the question whether they are 
industrially applicable, no unified criteria exist in the PCT Contracting States. The 
patentability can also be dependent upon the formulation of the claims. The EPO, for 
example, does not recognize as industrially applicable the subject-matter of claims to the 
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use of a compound in medical treatment, but may allow, however, claims to a known 
compound for first use in medical treatment and the use of such a compound for the 
manufacture of a medicament for a new medical treatment. 



Re Item VI 

The potential relevant document WO 03 082267 A is quoted according to Rules 70 10 and 
64.3 PCT. 
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Claims 

Use of 

1. |ACTmbinod proparatton comprfcin gfta morphoiiriyl anthracycline derivative having 
formula (I), formula (II) 




(XI) 



a pharrraceutically acceptable salt or a pharmaceutical!/ active metabolite thereof, 
{■ odminiotarocffi n combination with radiation therapy. 
<ia +Ue- ptcpoirah'oi* of. vul cdU c ou-ulcuI- > 

z |A combined proportion/ according to claim 1, wherein the morphofinyl 
anthracycline is of formula (I). 

3 - oombinod preparation} according to claim 2;. wherein the salt is the 
hydrochloride salt 

TLe use- 

4 - ft comblnod preparation^ according to cfaim 1, wherein the metabolite is a 
metabolite of the morpholinyi anthracycline derivative of formula (I) selected from 
the compounds of formulae (III) to (VI) 
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(in) 



CH,OH 





(IV) 



OMe 



OMe 




>OMe 



5. [A combin e d preparati o n c o mprieingj a compound of formula (111), (IV), (V) or (VI) 

5 as defined in claim 4, administered in combination with radiation therapy. 

» • 

TUc- use*. 

6. fft - oombinod proparotlorf according to claim 1, for use In the treatment of cancer. 

7. ft combin e d proporatior^ according to claim 5, for use In the treatmentof cancer. 



10 



8. Use o f a morpholinyt anthracydine derivative having formula (I), formula (II), a 
pharmaceutical^ acceptable salt or a pharmaceutical^ active metabolite thereof as 
defined in claim 1 , as radiosensitizer. 



15 9. Use according to claim 8, wherein the morpholinyt anthracydine derivative is of 
formula (I). 
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10. Use according to claim 9, wherein the salt is the hydrochloride salt. 

11. Use of a morpholiny anthracycline derivative of formula (1), formula (II), a 
pharmaceutical^ acceptable salt or a pharmaceutical^ active metabolite thereof as 
defined in claim 1, in the preparation of a medicament in combination with radiation 
therapy for simultaneous, separate or sequential use for the treatment of cancer. 



12. A method of treating a mammal including a human, suffering from a cancer 
comprising administering to said mammal a morpholinyl anthracycline of formula (I), 
10 formula (II) or a pharmaceutical^ acceptable salt or pharmaceutical^ active 

metabolite thereof as defined in claim 1 and radiation therapy in amounts effective i 
to produce a synergistic anticancer effect 



15 
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13: A method according to claim 12, wherein, exposure to radiation therapy may 
either occur simultaneously whilst administering the medicament comprising the 
morpholinyl anthracycline derivative or, alternatively, sequentially In any order. 

14. A method of treating a tumor in a subject In need thereof, comprising 
sequentially, separately or simultaneously administering 

(a) a morpholinyl derivative of formula (I). formula (It) or a pharmaceutical^ 
acceptable salt or metabolite thereof as defined in claim 1 to said subject and 



(b) radiation therapy to said tumor, 
25 said morpholinyl derivative being administered to said subject in an amount effective 
to potentiate said radiation therapy. 

15. A method according to claim 12, wherein the cancer Is a primary or metastatic 
liver cancer. - 



30 



16. A combined preparation as claimed in claim 1 ; which further comprises 
administering a therapeutically effective amount of a platinum alkylating agent 
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17. A combined preparation according to claim 16, wherein the platinum alylating 
agent is selected from cisptatin, carboplatin, oxaliplatin, nedaplatin and lobaplatin. 

5 18. A combined preparation according to claim 17, wherein the platinum alylating 
agent is dsplatin. ' 
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